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Applicant may not request that any objection to the drawing(s) be held in abeyance. See 37 CFR 1.85(a). 
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NON-FINAL REJECTION 

Receipt is acknowledged of Applicants' Amendments and Remarks, filed 3/10/2010. 
Claims 2, 9, and 13-18 are canceled. 
Claims 1 and 8 have been amended. 
No new claims have been added. 

Thus, claims 1 , 3-8, and 1 0-1 2 now represent all claims currently pending and under 
consideration. 

REQUEST FOR CONTINUED EXAMINATION 

A request for continued examination under 37 CFR 1.114, including the fee set 
forth in 37 CFR 1 .1 7(e), was filed in this application after final rejection. Since this 
application is eligible for continued examination under 37 CFR 1.114, and the fee set 
forth in 37 CFR 1 .17(e) has been timely paid, the finality of the previous Office action 
has been withdrawn pursuant to 37 CFR 1.114. Applicant's submission filed on 
2/19/2010 has been entered. 

INFORMATION DISCLOSURE STATEMENT 

No new Information Disclosure Statements (IDS) have been submitted. 

WITHDRAWN REJECTIONS 

Rejections under 35 USC 51 1 2 



Application/Control Number: 10/594,164 Page 3 

Art Unit: 1612 

Due to the amendments to the claims, the rejection of claims 1 -1 8 under 35 USC 
112, second paragraph, for indefiniteness, is withdrawn. 

Due to the amendments to the claims, the rejection of claims 1 -1 8 under 35 USC 
112, first paragraph, for lack of written description, is withdrawn. 

MAINTAINED REJECTIONS 

The following rejection is maintained from the previous Office Action dated 
12/10/2009, on the ground that the references cited therein continue to read on the 
limitations of the amended claims. 

Rejections under 35 USC §1 03 
Claims 1, 3-8, and 10-12 stand rejected under 35 USC 103(a) as obvious over 
Nakazawa and Moriarty. 

RESPONSE TO ARGUMENTS 

Applicant's arguments filed 3/10/2010 have been fully considered but they are 
not persuasive. Specifically, Applicant contends that the references do not teach or 
suggest protection of the 21-hydroxyl group while leaving the 7-hydroxyl group 
unprotected, (Remarks, p. 1 1); that a skilled artisan would not be motivated to modify 
Nakazawa in view of Moriarty, because compound 5 of Moriarty has a 7-oxo group 
rather than a 7-hydroxyl group, which serves as an intramolecular proton donor for the 
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Birch reduction (Remarks, pp. 11-12); and that the references fail to appreciate or 
recognize the unexpected result of improved yield when the 21-hydroxyl group is 
protected. 

However, Nakazawa et al. disclose the claimed process using the unprotected 
7,21-hydroxyl species of the claimed compounds; protection of the 21-hydroxyl group 
following the reduction reaction (para. 22); and TBDMS as a suitable hydroxyl- 
protecting group (para. 0042). 

The only feature of the claimed invention Nakazawa does not disclose is 
protection of the 21-hydroxyl group preceding the reduction reaction, followed by 
deprotection. 

Moriarty discloses protection of a 24-hydroxyl group with TBDMS preceding a 
Birch reduction reaction with lithium in liquid ammonia. Moriarty is cited as evidence that 
a skilled artisan would have a reasonable expectation that the claimed reaction would 
run in the presence of a TBDMS 21-hydroxyl-protecting group, regardless of the 
reasons contemplated by Moriarty for introducing it. 

Applicant contends that the obviousness rejection is overcome by evidence of 
unexpected results, namely, that the reaction of Nakazawa modified by protecting the 
21-hydroxyl group of the starting material achieves almost quantitative yields (95% for 
reduction of the pregna-1 ,4-diene, Example 1; and 96% for reduction of the pregn-4- 
ene, Example 2), whereas the C 5 -C 6 double bond of compound 5 of Moriarty is reduced 
in only 81% yield (Remarks, p. 14). 
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Adjusting these yields to account for the deprotection step (Example 3), the 
claimed process results in a final yield of 95% x 95% = 90.25% (starting with the 
pregna-1 ,4-diene) and 96% x 95% = 91 .2% (starting with the pregn-4-ene). Thus, the 
claimed process increases the yield over Moriarty by about 10%. However, the fact that 
applicant has recognized another advantage which would flow naturally from following 
the suggestion of the prior art cannot be the basis for patentability when the differences 
would otherwise be obvious. See Ex parte Obiaya, 227 USPQ 58, 60 (Bd. Pat. App. & 
Inter. 1985). 

In addition, while the specification discusses the principle of protecting the 21- 
hydroxy group in general (p. 3, line 24 to p. 4, line 8), there is no example directly 
comparing the identical process under identical conditions, wherein one starting 
material has a protected 21-hydroxyl group and the other has an unprotected 21- 
hydroxyl group. 

Finally, evidence of unexpected results must be commensurate with the scope of 

the claims. As recognized by MPEP §71 6.02(d), 

Whether the unexpected results are the result of unexpectedly improved results or a 
property not taught by the prior art, the "objective evidence of nonobviousness must be 
commensurate in scope with the claims which the evidence is offered to support." In 
other words, the showing of unexpected results must be reviewed to see if the results 
occur over the entire claimed range. In re Clemens, 622 F.2d 1029, 1036, 206 USPQ 
289, 296 (CCPA 1980). 

Because claims 1, 3, 6-8, and 10 recite any hydroxyl-protecting group, claims 1-5, 8, 

and 1 0-1 2 recite any alkali or alkaline earth metal, and claims 1 , 3-8, and 1 0-1 2 recite 

any proton donor, it would be unreasonable to conclude that the data presented in 

Examples 1 and 2 supports a finding of unexpected results commensurate with the 
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scope of the claims sufficient to overcome the prima facie case of obviousness 
these reasons, the rejection under 35 USC 103 of claims 1, 3-8, and 10-12 is 
maintained. 

NEW REJECTIONS 
Claim Rejections - 35 USC §112, First Paragraph 
Written Description - New Matter 

1. The following is a quotation of the first paragraph of 35 U.S. C. 112: 

The specification shall contain a written description of the invention, and of the manner and 
process of making and using it, in such full, clear, concise, and exact terms as to enable any 
person skilled in the art to which it pertains, or with which it is most nearly connected, to make 
and use the same and shall set forth the best mode contemplated by the inventor of carrying out 
his invention. 

2. Claims 1, 3-8, and 10-12 are rejected under 35 U.S.C. 112, first paragraph, as 
failing to comply with the written description requirement. The claims contain subject 
matter which was not described in the specification in such a way as to reasonably 
convey to one skilled in the relevant art that the inventor(s), at the time the application 
was filed, had possession of the claimed invention. This is a new matter rejection. 

Specifically, claims 1 and 8 recite a metal "present in an amount of 1 .4-4 molar 
equivalents" and "present in an amount of 2.8-8 molar equivalents" relative to the 
compound of formula (I). The disclosure, arguments, and supporting documentation 
(Bansal, 1996) do not provide adequate support for this limitation, which relate to the 
theoretically required amount of metal (electron source) required to reduce a carbon- 
carbon double bond, rather than the actual amount required in practice, which can vary 
substantially from the theoretical amount required. 
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For example, USPN 7,008,940 teaches that a Birch reduction with an alkali metal 
in liquid ammonia is carried out with about 1 to about 20 (molar) equivalents, preferably 
about 1 to about 5 (molar) equivalents of the alkali metal, such as sodium or lithium (col. 
34, lines 32-58). 

In addition, the amended specification discloses that the amount of the alkali 
metal to be used is "generally within the range of 0.7 to 2 times the amount necessary 
for reducing the carbon-carbon double bond of compound (I) to be reduced" 
(specification p. 13, lines 10-13), which amount is not disclosed with any specificity in 
the specification, original claims, or supporting documentation. 

As recognized by MPEP §706.03(o), "[n]ew matter includes not only the addition 
of wholly unsupported subject matter, but may also include adding specific percentages 
or compounds after a broader original disclosure, or even the omission of a step from a 
method." See MPEP § 608.04 to § 608.04(c). 

CONCLUSION 

Claims 1, 3-8, and 10-12 are rejected. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to SARA E. CLARK whose telephone number is (571) 270- 
7672. The examiner can normally be reached on Mon - Thu, 7:30 am - 5:00 pm (EST). 
If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Frederick Krass, can be reached on 571-272-0580. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/SARA E. CLARK/ 
Examiner, Art Unit 1612 

/Frederick Krass/ 

Supervisory Patent Examiner, Art Unit 1612 



